The squirrel monkey (Saimiri sciureus) appears to be the natural host of Herpesvirus saimiri (HVS) (2, 10). Horizontal transmission occurs, and in colonies of captive animals there is an age-dependent incidence of infection and development of antibody reactive with HVS (3, 8). The incidence of infection is also high in feral animals (2). The virus causes a latent infection of long duration within the peripheral lymphocytes (4, 5). Although the humoral immune response is not capable of eliminating the latent infection, the virus causes no apparent disease in squirrel monkeys (5, 8) .
Immunosuppression of juvenile squirrel monkeys with combined azathioprine, prednisolone, and antilymphocyte globulin resulted in decreased antibody responses to viral antigens after primary infection with Herpesvirus saimiri (HVS). The virus was repeatedly isolated from the oropharynx of immunosuppressed monkeys but not from untreated infected controls. Thus immune factors are important in inhibiting shedding of HVS from the oropharynx. HVS The squirrel monkey (Saimiri sciureus) appears to be the natural host of Herpesvirus saimiri (HVS) (2, 10) . Horizontal transmission occurs, and in colonies of captive animals there is an age-dependent incidence of infection and development of antibody reactive with HVS (3, 8) . The incidence of infection is also high in feral animals (2) . The virus causes a latent infection of long duration within the peripheral lymphocytes (4, 5) . Although the humoral immune response is not capable of eliminating the latent infection, the virus causes no apparent disease in squirrel monkeys (5, 8) .
HVS produces cytopathology in a large number of cultured cell types (10) and induces in these cells the formation of three antigens distinguishable by fluorescent antibody assay (12, 14) that are reminiscent of the early antigen (EA), late antigen (LA), and membrane antigen (MA) of Epstein-Barr virus observed in cells cultured from patients with Burkitt's lymphoma (6) .
HVS infection of marmosets (Saguinus oedipus, S. fuscicollis, and S. nigricollis) and owl monkeys (Aotus trivirgatus) causes fatal reticulum cell lymphoma (7, 12) or lymphocytic leukemia (1, 11) . The antibody response to both EA and LA in owl monkeys and marmosets is considerably delayed compared with the squirrel monkey, and it has been suggested that the more vigorous response of the squirrel monkey could be protective against lymphoproliferative disease (8) . (4, 12) . For detection of antibody to EA, slides were prepared from cultures infected in the presence of 20 ug of cytosine arabinoside per ml (14) . The indirect fluorescent antibody assay was performed as described by Pearson et (1) was used in attempts to isolate HVS. Cal E cells were grown in minimal essential medium with Earle salts (GIBCO), containing 10% fetal calf serum (FCS), 100 ug of streptomycin per ml, and 100 U of penicillin per ml. The medium was changed to RPMI 1640 (GIBCO) plus 20% FCS at the time lymphocytes or blood specimens were inoculated. Oropharyngeal samples were taken with dry cotton-tipped swabs. The swabs were introduced into 1 ml of minimal essential medium containing 10% FCS, 500 gg of streptomycin per ml, 500 U of penicillin per ml, and 50 Mg of Fungizone (E. R. Squibb and Sons) per ml.
MATERIALS AND METHODS

Animals
The samples were incubated for 1 to 2 h at 37 C to enhance the effect of the antibiotics, and 0.2 ml of each sample was inoculated into each of four wells of a multi-well plate containing Cal E monolayers. The inocula were allowed to adsorb for 1 h before 1 ml of medium was added to each well.
Spontaneous rosette formation. The percentage of lymphocytes from juvenile monkeys forming spontaneous rosettes with SRBC was tested by using lymphocytes purified on Ficoll-Hypaque gradients (16) . Lymphocytes and SRBC were washed in phosphate-buffered saline and resuspended in dextrosegelatin-Veronal buffer (GIBCO) at concentrations of 107 cells/ml and 1%, respectively. Mixtures of 0.1 ml of lymphocytes and 0.2 ml of SRBC were incubated for 5 min at 37 C and centrifuged at 200 x g for 5 Attempts at virus isolations from pharyngeal swabs were only successful in the two animals demonstrating the most severe immunosuppression (monkeys 3701 and 3702). HVS isolates were obtained 14 (8), probably depending on the titer in the maternal circulation. We were able to detect antibody in some sera from hand-reared monkeys as late as 48 days of age. This is an important problem in determining Treatment of the infant monkeys with ALG had no effect on lymphocyte counts or antibody titers and may have been ineffective. The infant monkeys were actively infected since we were able to obtain HVS isolates from the oropharynx of five of the six surviving animals. The question of whether or not HVS could be oncogenic in newborn squirrel monkeys san only be answered when offspring from virus-free mothers become available.
A comparison of antibody responses in different monkey species after HVS infection gives no clear indication of whether or not antibody is protective against oncogenesis. It has been suggested that the more rapid immune response in squirrel monkeys could be protective since squirrel monkeys produce antibody to LA and EA more rapidly than owl monkeys and marmosets (5, 8) . However, occasional owl monkeys begin antibody production as early as squirrel' monkeys (13) and yet go on to develop lymphoma. In addition, capuchin monkeys (Cebus albifrons) have a delayed antibody response to HVS similar to that in owl monkeys, yet do not develop lymphoma (H. Rabin, G. R. Pearson, W. C. Wallen, R. H. Neubauer, J. L. Cicmanec, and T. W. Orr, J. Natl. Cancer Inst., in press). In the present study disease was not produced in the one severely suppressed animal that remained alive (animal 3701). This does not indicate that antibody is not important for protection since we also demonstrated decreased numbers of latently infected cells due to the immunosuppressive treatments.
Since the immunosuppressants adversely affected the thymus-derived lymphocytes which become latently infected with HVS, other more specific methods of suppressing antibody responses must be used to determine the importance of antibody for protection of squirrel monkeys against lymphoma induction by HVS.
